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Brostcancer, allmant

* En folksjukdom med kraftigt forbattrad 6verlevnad
sett ur ett historiskt perspektiv

 De medicinska framstegen har varit enorma de
senaste 20 aren — MALSOKANDE BEHANDLINGAR

 Trots framgangarna ar brostcancer den vanligaste
dodsorsaken hos unga och medelalders kvinnor

« Kvinnor har 30 ggr hogre risk att do | brostcancer an i en
trafikolycka




Spridd (metastaserad) brostcancer

Problemet ar spridningen av sjukdomen. Ibland kan man hitta spridningen nar
tumoren i brostet diagnosteras, men vanligare ar att den visar sig efter ett antal ar

efter operationen
Under 90-talet var den forvantade dverlevnaden 1-1,5 ar

Vivet nu att brostcancer inte ar en sjukdom, utan den utgdrs av minst tre olika
grundtyper

De nya malsokande behandlingarna gor att den forvantade mediandverlevnaden
snarare ar ca 5 ar, och de nya behandlingarna ger vanligen mindre biverkningar

Kan vi bota metastaserad brostcancer? — Mycket pekar pa att kanske 10% blir
tumorfria under mycket lang tid och manga sannolikt botade



Den molekylara subtypen ar mycket avgérande
for behandlingsval och sjukdomens beteende
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Behandlingstrategier MBC

New kids on
L the block
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Luminala

HER2-pos

Trippelneg

Mediciner mot metastaserad brostcancer

1-2:a linjen

Aromatshammare
Tamoxifen
Fulvestrant

CDK 4/6 hammare

*  Trastuzumab

+ Pertuzumab

« TDM-1 (Kadcyla)

* Trastuzumab-
deruxtecan

Antracykliner
Taxaner

PD-1/L1 hammare
PARP-hammare

3:e linjen och senare

Megestrolacetat
Everolimus
PI3-kinashammare
Trastuzumab-
deruxtecan

Tucatinib
Lapatinib

Karboplatin
Capecitabin
Erbulin
Vinorelbin
Sacituzumab-
govitecan
Trastuzumab-
deruxtecan

“Pipeline”

Inom snar framtid

SERD:s
Capivarsetib
Inovolisib
Datopotamab-
deruxtecan

Margetuximab
Zanidatamab (bispecifik ak)
Fler ADC

ABY-271 Lu

Datopotamab-
deruxtecan

Vacciner

Bispecifika antikroppar



Exempel pa heta malsékande
behandlingar

Antikropps-cytostatikakonjugat (ADC) Bispecifika antikroppar *

Riktar sig mot tva mdl @ﬁ
x l Sa mtidig t Anti-PD-L1 (VHH)
Kombinerar antikro or o ) ) R
. PP Malsokande lutetiumbehandling gu
och cytostatika
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Mode-of-action of trastuzumab deruxtecan (T-DXd) Enhertu

Highly potent
topoisomerase |
inhibitor payload

Modi S, etal. J Clin Oncol 2020
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Updated Primary Endpoint: PFS by BICR Enhertu jamfort med Kadcyla

o 100- mPFS was ~4X longer for T-DXd compared with T-DM1 Median 28.8 6.8
°\_ (95% CI), (22.4-37.9) (5.6-8.2)
> ~
= T-DXd: 75.2% (95% Cl, 69.3-80.2) months
_(% 80 1 .L T-DM1: 33.9% (95% Cl, 27.7-40.2) HR 0.33 (95% Cl, 0.26-0.43)
Q

1 b
09_ 1 Loy : T-DXd: 53.7% (95% Cl, 46.8-60.1) P < 0.000001#
= T ] T-DM1: 26.4% (95% Cl, 20.5-32.6)
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5 1 — T-DXd (n = 261) i !

g ol — T-DM1(n=263) : i
0123 4567 89 101112131415 1617 1819 2021 2223 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45
Patients still at Risk: Time, months

T-DXd 261256 250 244 240 225 216 207 205 191 176 173 167 154 146 140 134 131 130125 123117 113107 99 96 90 82 73 64 55 41 32 28 23 20 18 13 7 5 4 2 1 0
T-DM1 263253 201 164 156 134 111 99 96 81 69 67 63 58 54 51 49 49 47 47 42 41 39 37 36 32 28 27 22 19 1514 8 7 6 4 2 2 2 1 1 1 1 1 1 0
BICR, blinded independent central review; HR, hazard ratio; mo, month; mPFS, median progression-free survival; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

sTwo-sided, from stratified log rank test. "Nominal P value.
This presentation is the intellectual property of the author/presenter. Contact SHurvitz@mednet.ucla.edu for permission to reprint and/or distribute.




ASCENT-studien: Sacituzumab-govitecan (Trodelvy) vid
trippelnegativ brostcancer

Progression-Free Survival (BICR Analysis)

Overall Survival

SG (n=235) | TPC (n=233)

100 + 100
BICR Analysis SG (n=235) | TPC (n=233) No. of events 155 185
80 No. of events 166 150 80 Median OS—mo (95% Cl) 12.1(10.7-14.0) 6.7 (5.8-7.7)
g Median PFS—mo (95% Cl) 5.6 (4.3-6.3) 1.7 (1.5-2.6) * HR (95% Cl), P-value 0.48 (0.38-0.59), P<0.0001
[ 0, X o 7]
[ HR (95% Cl), P-value 0.41 (0.32-0.52), P<0.0001 8 604
s ]
£ z
5 40- 3 40
©
g g
a a
204 — SG 204 = SG
— TPC ! — TPC
+ Censored + Censored
T T T T T T T 1 0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 27
Time (months) Time (months)
Number of patients at risk Number of patients at risk
SG 235 222 166 134 127 104 81 63 54 37 33 24 22 16 15 13 9 8 8 5 3 1 0 SG 235 228 220 214 206 197 190 174 161 153 135 118 107 101 90 70 52 43 37 30 21 13 8 1 0 0
TPC 233179 78 35 32 19 12 9 7 6 4 2 2 2 2 1 0 0 0 0 0 0 O TPC 233 214 200 173 156 134 117 99 87 74 56 50 45 41 37 30 20 14 11 7 4 3 3 2 1 0

Primary endpoint (PFS) assessed by independent central review in the brain metastases-negative population, as pre-defined in the study protocol
Secondary endpoint (PF'S) assessed in the ull popuation (beain me tastases-positive and
BICR, biind independent central review; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, reatment of physician's choice.

-negative) and PFS benefit was consistent (HR=0.43 [0.35-0.54], £<0.0001).

2020

Assessed by independent central review in
0S, overall survival; SG, sacituzumab govitecan; TPC, treatment of physician's choice.

VIRTUAL ongress
2020

In the brain metastases-negative poputation.

Denna ADC riktar sig mot receptorn TROP-2



Kinesiska fas 1-studier av ADC och bispecifika antikroppar

study __II-

IBI354 ADC, Trastuzumab + Topo1l HER2-pos 37+ 68%
HER2-low 3+ 67 42%
ESG401 ADC, TROP2 ab + SN-38 HR+/HER2-neg 3+ 58 34%
TNBC 1%t line 22 88%
Ivonescimab Bispecific ab (PD-1/anti-VEGF) + nab- TNBC 1%t line 30 72%
paclitaxel
PM8002/BNT327 Bispecific ab (PD-L1/anti-VEGF) + nab- TNBC 1%tline 42 74%
paclitaxel
Anti-VEGF-A (IgG)
HER2-ADC in NCI-N87 model T i
& 1500- ) .
P Lﬂg - T-Dxd
g 500 Via* * ]
. 04M IBI354

0 10 20 30 4 5 60 70
A
Days post tumor implantation Anti-PD-L1 (VHH)



Affibody® Molecules: Malspecifika molekyler véljs fran
ett bibliotek med flera miljarder unika varianter

Binding function

4 |

Antibody Affibody® Molecule
150 kDa 6 kDa

/ Ett litet protein
~, ersatter antikroppen!




HER2-negative MBC

HER2-positive MBC

Bildtagning med PET-kamera
Affibody-proteinet faster pa HER2-receptorn
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Ska nu laddas med
kraftfullt
stralande lutetium
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